


Report Title: Acute Percutaneous Toxicity Study in Rabbits 

Test Type: Acute Dermal Toxicity 

Conducting Laboratory and Location: International Research and Development 
Corporation 

Test Substance(s): #T-7120 -2% Octopirox in shampoo at pH 4.5 

Species: Rabbit 

# of Animals: 3 male, 3 female 

Test Conditions: 3 male and 3 female New Zealand White Rabbits exposed to 2000 
mg/kg on abraded skin for 24 hours. Rabbits were observed for 14 days. 

Results: Minimum lethal dermal dose in both male and female rabbits was >2.0 g/kg. 

Study #: 191-081; see related studies 191-080 and 191-082 
Report Date:: 12/05/77 

Accession #: 19 196 
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I. SYNOPSIS w- 
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The minimum lethal dose by dermal route of administration was 

found to be greater than 2000 nglkg. 
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The test material. was received from The Procter and Gamble Company, 
Cincinnati, Ohio on August 4, 1977. It was identified as "T-7120" and 
was received as a slightly yellow viscous liquid. 
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III. METHOD -- 
Three male and 3 female New Zealand White rabbits (obtained from 

Kuiper's Rabbit Ranch, Gary, Indiana) were used for this study, The 
rabbits weighed from 2250 to 2715 grams at the beginning of the study, 

'iXey were individually housed in metal metabolism cages in tempera- 
ture and humidity controlled quarters. They were maintained in 
accordance with the recommendations contained in H.E.W. Publication 
No. 74-23 (N.I.H.) entitled "Guide for the Care and Use of Laboratory 

Animals". The rabbits were conditioned for 6 days prior to study 
initiation. Water and Purina Rabbit Chow were available ad libitum. - 

The hair was clipped from the back of each rabbit (ZO-30% of the 
body surface) with an electric clipper. The skin was abraded for one 
male and two females with a clipper head. The abrading was not suf- 
ficiently deep to cause bleeding. The test material was applied to 
the back, as received, at a dosage level of 2000 mg/kg. The applica- 
tion site was then covered with 8-ply gauze bandaging, rubber dam 
&rind several wrappings of 75 mm Elastoplast tape. A collar was also 
applied. Following the 24 hour application period, the collars and 
wrappings were removed and any remaining test material was wiped from 
the rabbits' backs with a wet disposable paper towel. 

At 24 hours and daily thereafter for a total of 14 days, the rab- 
bits were observed for pharmactoxic signs, dermal irritation (according 
to the scale found in the attached protocol) and mortality. Body 
weights were recorded initially and at 7 and 14 days of the observation 

period. All rabbits which died on study were subjected to gross 
necropsy examinations as were all survivors at the end of the 14-day 
observation period. 
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I IV. RESULTS 
A. MORTALITY: 

One of 

This death was 

the six rabbits died during the observation period. 
attributed to pneumonia and was not considered to be 

compound related. 
The minimum lethal dose by the dermal route of administration 

was found to be greater than 2000 mg/kg. 

B. PHARMACOTOXIC SIGNS: 
The following pharmacotoxic signs were observed during the 

l&day observation period: See the following page. 
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T-7120: -- 

1000 mg/kg 

Males -- 
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Days l-2 313 
D<ay 3 2/3 
Day 4 2/3 
Day 5 2/3 

Day 6 21'3 
Days 7-9 2/3 
Day 10 l/3 
Day 11 21'3 
Days 12-14 2/2 

l/3 
l/3 

l/3 
l/3 

I./3 

l/3 
l/3 

l/3 
l/3 

?/3 
l/3 

Females -- 

- 

Days 1-2 3/3 

Daiys 3-4 213 l/3 

Days 5-6 3/3 
Days 7-14 2/3 l/3 
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c . DEFNAL IRRITATION SIGXS: 
The following signs of dermal irritation were observed during 

the 14-day observation period: See the following pages. 
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Dermal Irritation 

2000 mp,/kg, 

Day 1 
Day 2 
Day 3 
Day 4 
Day 5 
Day 6 
Day 7 
Day 8 
Day 9 
Day 10 
Day 11* 
Day 12 
Day 13 
Day 14 

416 216 
216 4/6 

5/6 l/6 
6/6 
6/b 
6/b 
5/6 l/6 

l/6 4/6 l/6 
2/b 3/6 l/6 
4/6 216 
4/s l/5 
3/s 2/s 
4/5 l/5 
415 l/5 

*l of 6  rabbits dead. 

Erythema Edema 

2 
=" 2  
cn 2  

d  c  4  
is d  ij W I 2  

2/6 2/6 2/6 
4/6 216 
4/b 2/b 
3/6 316 
l/6 5/6 
l/6 5/b 

6/6 
6/6 

l/6 S/6 
l/6 5/6 
l/5 4/5 
2/5 215 l/5 
315 l/5 115 
3/s 2/5 

Atonia 

2/6 4/6 
l/6 2/6 3/b 

5/6 l/6 
216 3/6 l/6 

l/6 4/6 l/6 
6/6 

3/b 3/6 
l/6 I.16 4/b 

3/b 3/6 
l/6 Z/6 Z/6 l/6 

3/5 2/5 
l/5 3/5 l/5 
2/5 215 l/5 
Z/5 2/S l/5 

Desqunmntion _  

616 
6/b 
6/6 
6f6 
3/6 3/6 
2/b 2/b 2/6 

216 416 
l/G 4/6 l/6 
l/6 4/G l/G 

5/G l/S 
3/5 2/s 

Z/5 3/5 
2/5 3/5 
4/5 l/S 
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Dermal Irritation 

2000 mg/kg (Cont.) 

Day 1 
Ray 2 
Day 3 
Day 4 
Day 5 
Day 6 
Day 7 
Day 8 
Day 9 
Ray 10 
Day ll* 
Day 12 
Day 13 
Day 14 

*I of 6 rabbits dead. 

2/6 4/6 
616 
6/6 
516 l/6 
l/6 5/6 
l/6 S/6 
216 4/6 
3/6 3/6 
4i6 2/6 
3/b 2/6 l/6 
3/5 2/5 
4/5 l/5 
5/5 
5i5 

Coriaceousness 
EX- 

Fissuring 

5 
2 2 WI 

2 f? $ 
zo SJ f 2 

6i6 
6/6 
5i6 l/6 
2/6 2/6 2/6 

316 3/6 
3i6 3i6 

6/6 
6i6 
6/6 
6i6 
5/5 

4i5 l/5 
4i5 l/5 
3/5 l/S l/5 

Yoliation 

3 v zo 

616 
6/b 
b/6 
6/6 
6/6 
b/6 
b/6 
G/6 
6/6 
6/b 
5/5 
5/5 
5/5 
515 

Eschar 

G * z" 

6/6 
6/6 
6/6 
616 
6/6 
6/b 
6/6 
6/6' 
6/6 
6/b 
5/5 
s/5 
5/s 
5/5 
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a* BODY WEIGHTS: 
The following body weights were obtained during the 14-day 

study period: 

Dosage Control 7-Day 14-Day 
Level Individual Weight Weight 
mdkg 

Weight 
Rabbit No. Sex (grams) (grams) (grams) 

2000 29553 Male 2455 2165 Died 
29569 Male 2250 1873 1965 
29581 Male 2615 2477 2605 

29576 Female 2420 2456 2600 
29578 Female 2560 2545 2780 
29580 Female 2715 2614 2765 

E. NECROPSY FINDINGS: 
Necropsy findings in the rabbit which died during the 

observation period were as follows: 
ZOO mP/kg 
ulceration of skin and underlying fascia; consolidation of both lungs 
and fiberous peritonitis of abdominal cavity. 

Necropsy findings in rabbits which were sacrificed at the end 
of the observation period were as follows: 
2000 mg/kg 
no gross lesions l/2 males 3/3 females 
focal skin ulcers covered with scabs l/2 males 
subcutaneous abcess l/2 males 

191-081 
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TiTLf:: ACUTE TOXICITY STUDIES IN RATS tiQ ?!$33ITS 

Conduct in accordaxe with the attached protocol. 
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Date: Issue $2 

Purpose: 

Acute Pcrclltaneo~s Toxicity - Rabbit 

To determine uhccher a  substance is to:<lc r;hen absorbed 
throucJ the skin; to permit escFm3tion of t!le degree of 
irritancy of a  substance. 

Animals: Rabbits, >:ev Zealand albinos, three xtle and thr2c 
female per Lest group, 2200-3000 ;;rJn:s. 

Dosage Levels: 
use 2  grazs of test material pez ki logram body veight. 

Procedure: ASI ar2a on t5e back of each animal approsimately 25;: 
of the total body surface is cl ipped wic;l sn Osrer 
small 2nirnal clipp2r. The skin of rzhrz2 ar.imals (:wo 
males and one  iemsle) is lef: intact, and the skin of 
the othsr three is abrad2d with a  clipper head so as 
to pene:ra:e t:le horny 12yer of the epidermis wirhou: 
causing bit-lcding. 

Spread the t2.s'; material evenly vithin :;7e cl;C?ped 
area, c3v2 r k?ith a  layer of S-ply g2ute, rzbber ti2Ez 
and several wrappings of 75 m m  Elastoplast tap". Dry 
or powdered materials are placed directly onto the gauze, 
which is spread over a layer of rubber dam and Elas:o- 
plast tape. Place tZle aninal on his back,over the t2s; 
inaterial and secure the Elascoplts: tape arounc! the 
trunk. Noister,ing 0  f dry or powdered materials is 
optional. If this is done, record the amount  and ty?e 
of moisture added. Put the anir;; aLs in Nezmann (I) 
harnesses to prevent their removing the urappizgs. 
After 24 hours, uncover the test sites, remove the t2s: 
material vith a  r;et disposable paper towel. and evaluate 
the skin irri:ation following; the attached scale. 
Retard daily observations for the next two weeks. 
Necropsy and exanine grossly all animals that succnYc. 
On the 14th day, count, weigh, and necropsy the sur- 
viving animals. 

(1) N cvT.lann, E. A. (1963) tsb. &xal Care, 13 -' '207-210. 



Individual ~nlnal observations including dc.-tihs, if 
any, dcgrcc of skin irric stion as 5 funcrion of time, 
body wcishcs, signs of gross syster.iiC ePiccrs sr.J 
necropsy observations arc rc?orccd. 

Principal Invesrigator: M. J. Winrow 
Date: 7/28/77 



try thema 
O- None 
1. - 
2- 

Slight (barely perce?cible) 
Noderrztc (-dell. defined) 

3- Severe (beet reb) 

Edena 
O- 
l- 
2- 
3- 

Atoniz 
o- 
l- 
2- 
3- 

Slight (barely perceptible to well. defined by definite raising) 
Noderate (raised approximately 1 ZUI> 
Severe (raised more than I mzti) 

(not incl.uding 
NOlSi-L31 

Slight (slight 
Moderate (slow 

eschar area) 

iqairzent of elasticity) 
return co namal) 

Xae 

Karked (no elas:icity) 

x!esqca~ation (not 
O- 

including eschar area) 
Ksne 

> 1 
2 

- Slight (:;iis>;t scaling) 
- Z%de,ate (sctlbs snd flrkes) 

3- P$,zrkkd (pronounced flaking tith denuded areas) 

Fissuring 
0 - None 
l- 
2- 

Slight (definite crzcks in epide&s) 
NoderaCe (cracks in dermis) 

3- Ezrked (cracks wirh bleeding) 

&char 
N - x0 
Y - tie? 

ExfoUztion (slocgh?ing of she eschaq tissue) 
N - No 
Y - Yes . 



SPONSOR: The Procter and Gamble Company 

TEST MATERIAL: T-7121 

STUDY NIJNBER: 19 l-082 

SUBJECT: Acute Percutaneous Toxicity Study 
in Albino Rabbits. 

Approved by: D. Clifford Jessup, Ph.D. 
Associate Director of Research 

Wilson P. Dean, B.A. 
Director of Acute Toxicology 

and Special Studies 

Date: January 10. 1978 

. 


